
\*\ United States FXtent and Trademark Office 



UNITED STATES DEPARTMENT OF COMMERCE 

United States Patent and Trodemark Office 

Address: COMMISSIONER OF PATENTS AND TRADEMARKS 
Washington, D.O, 20231 
www.uspto.gov 



APPLICATION NO. 



FILING DATE 



FIRST NAMED INVENTOR 



ATTORNEY DOCKET NO. 



CONFIRMATION NO. 



09/486,147 



08/07/2000 



Daniel L, Kastner 



14014.0314U1 



1893 



7590 



Gwendolyn D Spratt 
Needle & Rosenberg 
Suite 1200 The Candler Building 
127 Peachtree Street NE 
Atlanta, GA 30303-1811 



GOLDBERG, JEANINE ANNE 



ART UNIT 



PAPER NUMBER 



1634 

DATE MAILED: 08/26/2002 



Please find below and/or attached an Office communication concerning this application or proceeding. 



PTO-90C (Rev. 07-01) 



Office Action Summary 



Application No. 

09/486,147 



Examiner 

Jeanine A Goldberg 



Applicant(s) 

KASTNERET AL. 



Art Unit 

1634 



- The MAILING DATE of this communication appears on the cover sheet with the correspondence address -- 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )K Responsive to communication(s) filed on 06 June 2002 . 
2a)|EI This action is FINAL. 2b)D This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) E>3 Claim(s) 1-4,6,8 and 10-58 is/are pending in the application. 

4a) Of the above claim(s) 11-27,31,34,35 and 45-47 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) IEI Claim(s) 1.3,4.6,8.10.28-30,32,33,36-44.49-52 and 54-58 is/are rejected. 

7) E3 Claim(s) 2.48 and 53 is/are objected to. 

8) Q Claim(s) __ are subject to restriction and/or election requirement. 
Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
1 1 )□ The proposed drawing correction filed on is: a)D approved b)Q disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) EI Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)|g| All b)D Some*c)D None of: 

1 ■□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. [SI Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
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DETAILED ACTION 

1. This action is in response to the papers filed June 6, 2002. Currently, claims 1-4, 
6, 8, 10-58 are pending. Claims 1 1-27, 31 , 34-35, 45-47 have been withdrawn from 
consideration. Claims 1-4, 6, 8, 10, 28-30, 32-33, 36-44, 48-58 have been examined on 
the merits. 

2. All arguments have been thoroughly reviewed but are deemed non-persuasive 
for the reasons which follow. This action is made FINAL. 

3. Any objections and rejections not reiterated below are hereby withdrawn in view 
of the amendments to the claims and applicant's arguments. 

4. This action contains new grounds of rejection necessitated by amendment 

Priority 

5. This application claims priority to PCT/US98/17255, filed August 20, 1998 and 
provisional application 60/056,21 7, filed August 21,1 997. 

An application in which the benefits of an earlier application are desired must 
contain a specific reference to the prior application(s) in the first sentence of the 
specification (37 CFR 1 .78). 

Maintained Rejections 
Claim Rejections - 35 USC § 112- Description 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 



• 
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art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 



6. Newly amended Claims 1 , 3-4, 6-8, 10, 28-30, 32-33, 36-44 and Newly added 
Claims 54-56, 58 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 

The essential elements of the claims are drawn to nucleic acid comprising at 
least 20 consecutive nucleotides of SEQ ID NO: 1 , and said nucleic acid coding for all 
or part of the protein, the mutated form which is responsible for the Familial 
Mediterranean Fever (FMF). The claims are drawn to genes and primers from the 
partial cDNA provided. 

The specification teaches Familial Mediterranean Fever (FMF) is a recessively 
inherited disorder characterized by dramatic episodes of fever, serosial inflammation 
and abdominal paint. The FMF is primarily in individuals of no-Ashkenazi Jewish, 
Armenian, Arab and Turkish background (page 1). The specification states that the 
instant invention provides a novel genomic nucleic acid sequence (MEFV) (SEQ ID NO: 
1) which encodes the protein pyrin which is associated with FMF. The cDNA sequence 
may be found as SEQ ID NO: 2. The specification teaches four mutations within the 
pyrin gene of SEQ ID NO: 1 which cause missense mutations, namely M680I, M694V, 
K695R and V726A, each which are associated with FMF (page 3). The specification 
teaches specific primers forexon amplification (page 18-19). The specification provides 
mutational analysis which appears to support that M680I, M694V, K695R and V726A 
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are found only in affected patients and absent in a panel of almost 300 normal control 
chromosomes (page 21). However, the specification does not appear to provide any 
analysis for control individuals with respect to K695R. 

The art teaches additional mutations which are associated with FMF. Pras 
(Scand. J. Rheunatolo. Vol 27, pg 92-97, 1998) teaches that the gene that causes 
familial Mediterranean fever was identified, following the identification of five different 
mutations on FMF carrier chromosomes (pg 95, col. 1 ). Pras teaches that the two 
groups which closely identified this gene called the gene by different names. The 
International Consortium called the gene pyrin. The five mutations were taught to have 
been M680I, M694V, M694I, L695R and V726A. Moreover, Telatar et al. (Molecula 
Genetics and Metabolism, Vol. 71, pages 256-260, October 2000) compiles a review of 
the mutations in MEFV, see Table 1 . 

Vas-Cath Inc. V. Mahurkar, 1 9 USPQ2b 1111, clearly states that "applicant must 
convey with reasonable clarity to those skilled in the art that, as of the filing date sought, 
he or she was in possession of the invention. The invention is, for purposes of the 
'written description' inquiry, whatever is now claimed". Applicant is reminded that Vas- 
Cath makes clear that the written description provision of 35 USC 112 is severable from 
its ennoblement provision. In The Regents of the University of California v. Eli Lilly (43 
USPQ2b 1398-1412), the court held that a generic statement which defines a genus of 
nucleic acids by only their functional activity does not provide an adequate written 
description of the genus. The court indicated that while Applicants are not required to 
disclose every species encompassed by a genus, the description of a genus is achieved 
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by the recitation of a representative number of DNA molecules, usually defined by a 
nucleotide sequence, falling within the scope of the claimed genus. At section B(1), the 
court states that "An adequate written description of a DNA...' required a precise 
definition, such as by structure, formula, chemical name, or physical properties', not a 
mere wish or plan for obtaining the claimed chemical invention". In analyzing whether 
the written description requirement is met for a genus claim, it is first determined 
whether a representative number of species have been described by their complete 
structure. 

Claims 1 , 28, 30, 40 are drawn to any nucleic acid sequence encoding pyrin. It is 
unclear first whether this claim is indented to be drawn to the wild-type encoded by SEQ 
ID NO: 2 or whether this claim is intended to encompass any pyrin including mutant 
pyrin sequences. Applicants have only provided a description of nucleic acids encoding 
pyrin of SEQ ID NO: 2 and four specific mutations. As indicated below pyrin is an 
arbitrary designation which does not provide any structural or functional limitations (see 
rejection under 1 12/2 nd paragraph). The specification only teaches the nucleic acid 
sequence of SEQ ID NO: 1 and the cDNA of SEQ ID NO: 2 as the human pyrin gene. 
This does not provide adequate description for all pyrin genes and all of the variants of 
this gene. Furthermore, the claim reads on any pyrin/marenostrine gene. Moreover, it 
is noted that Bernot teaches a marenostrine/pyrin gene which is 98.6% identical to SEQ 
ID NO: 1, namely Genbank Accession Number X26556 and Aksentijevich et al teaches 
a pyrin gene which is 99.5% identical to SEQ ID NO: 1, namely Genbank Accession 
Number X37085. This is evidence that the single sequence provided in the 
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specification is not representative of all nucleic acids sequences of the 
marenostrin/pyrin gene. Furthermore, it is unclear how to identify pyrin encoding 
nucleic acids since there is no structure or function provided. 

Claim 3-4, 6-7, 28, 30, 36 are drawn to any mutant of pyrin. The instant 
specification has described four mutations within SEQ ID NO: 2 which affect the 
diagnostic status of individuals with respect to Familial Mediterranean Fever (FMF). 
This does not support any mutant or amino acid substitution within pyrin or moreover 
within SEQ ID NO: 2 which is a familial Mediterranean fever-associated mutant. The art 
clearly supports that there is a large genus of mutations within the FMF gene which are 
Mediterranean fever-associated, and also within the rfp domain. For example, a year 
ago Telatar teaches that the art provides 17 mutations which are in MEFV (Table 1). 
Since the claims encompass a large number of embodiments which the instant 
specification has not described, the instant specification has not provided adequate 
written description for any nucleic acid sequence encoding a familial Mediterranean 
fever-associated mutant of pyrin. 



For purpose of Summary, the following table has been prepared to help in 
identifying mutations presented in the art. 



Mutations 

Instant Application 
(August 21, 1997) 


Pras (Scand J. 

Rheumatol Vol 27, pg 
92-97, 1998) 


Telatar (Molecular Genetics 

and Metabolism, Vol 71, 
pages 256-260, October 2000) 


Asksentijevich (Ceil, 

Vol 90, pg797-807, August 
22, 1997) 


Bemot (Nature 

Genetics, Vol 17, 
pg 25-31, 
September 1997) 






E148Q 










E167D 
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T267I 










P369S 










R408Q 










F479L 






M680I 


M680I 




M680I 


G113 

oc- 

exon 
10 

(Met- 
lle) 


M694V 


M694V 




M694V 


A1170G- 
exon 10 
(Met-Val) 






T681I 










I692del 










M694del 










M694V 








M694I 


M694I 




G1172A- 
exon 10 
(Met-lle) 


K695R 




K695R 








L695R 
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V726A 


V726A 


V726A 


V726A 


T1267C- 
exon 10 
(Val-Ala) 






A744S 










R761H 







Response to Arguments 

The response traverses the rejection. The response asserts, on page 16 of the 
response filed June 6, 2002, pyrin is not an arbitrary designation and cites a reference 
to illustrate that the literature uses the term pyrin. This argument has been reviewed but 
is not convincing because the art also uses marenostrine to identify the same gene. As 
provided in the art, namely Telatar, "the 781 amino acid protein has been called 
marenostrin by the French FMF consortium and pyrin by the International FMF 
Consortium". Therefore, the term pyrin is an arbitrary designation which does not 
provide any structural limitations into the claim. The artisan would not be able to identify 
what constitutes a human pyrin. Similarly, the specification does not teach what the rfp 
(B30.2) domain encompasses in a structural manner. 

The response asserts, on page 18, that Claim 1 has been amended to recite 
"human pyrin" which addresses the Examiner's concern that the claim covers pyrin 
genes from other species. The response then provides that SEQ ID NO: 3, an amino 
acid sequence, is a single example of the human pyrin gene. This argument has been 
reviewed by is not convincing because, even limiting the claim to human pyrin, the 
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specification has not adequately described a representative number of nucleic acids 
encoding human pyrin. A single nucleic acid and amino acid sequence is not 
representative of all of the "naturally occurring human pyrin". Human pyrin genes 
encompasses many allelic variants which do not alter the amino acid sequence, splice 
variants and other variations which have not been described in the instant specification 
at the time of filing. 

The response asserts, on page 18, that the Examiner must base a written 
description rejection on facts that existed at the time of the invention and that a rejection 
based on facts disclosed after the discovery of the invention is in error. This argument 
has been reviewed but is not convincing because the Written Description Guidelines 
provide that the examiner should provide documentary evidence to support their 
findings. The MPEP provides "The examiner, therefore, must have a reasonable basis 
to challenge the adequacy of the written description. The examiner has the initial burden 
of presenting by a preponderance of evidence why a person skilled in the art would not 
recognize in an applicant's disclosure a description of the invention defined by the 
claims". In the instant application, the examiner has used documentary evidence to 
illustrate that at the time of filing applicant was not in possession of the claimed genus 
of mutants and pyrin nucleic acids. It is clear from the art that the single nucleic acid 
and the four mutations in the amino acid sequence are not representative of the claimed 
genus. The art illustrates what the claims encompass which has not been described. 
As admitted by the response, page 18, the cited nucleotide sequences were not known 
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at the time the gene was discovered, therefore, the claim clearly encompasses 
undescribed nucleotide sequences which had not been envisioned. 

Additionally, the guidelines are permissive of technical reasoning to support the 
finding of lack of written description. Therefore, even absent the art, there is technical 
reasoning that the description of four mutations in the gene would not be representative 
of all of the mutations in the gene. Mutant human pyrin would encompass truncation of 
the amino acid sequence, insertions in the sequence, alterations within the sequence 
such as point mutations, deletions, insertions, translocations, for example. Four single 
amino acid changes would not be representative of all of these mutants. 

The response argues, page 19, that the four examines of mutations constitute 
structure for the claim. It is noted that the rejected claims do not contain each of these 
structures. Therefore, the claims are not commensurate in scope with the arguments. 

The response asserts, page 19, that the four example of mutations in MEFV 
should represent the genus of mutations within MEFV because "at the time of invention 
upon which an assessment of written description must be made" there were not more 
species. Moreover, "in the absence of evidence from the time of the invention was 
made of numerous other species within a genus, the disclosed species must constitute 
a representative number of examples". This argument has been thoroughly reviewed, 
but not deemed persuasive, because in the event that the art had provided species from 
the claim, the claim would have been rejected over art. The instant rejection is a 
rejection based upon written description, such that at the time the invention was made, 
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the specification had not described a representative number of species within the 
genus. 

The response asserts, page 20, that claims drawn to a mutant human pyrin 
wherein the amino acid substitution is in the rfp (B30.2) domain has been described 
based upon the four mutations. This argument has been thoroughly reviewed, but not 
deemed persuasive because as previously pointed out the art illustrates additional 
mutations within this region which were not described at the time the invention was 
made. 

Thus for the reasons above and those already of record, the rejection is 
maintained. 

Claim Rejections ~ 35 (JSC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

7. Claims 1 , 3, 30, 32, 40 are rejected under 35 U.S.C. 1 12, second paragraph, as 

being indefinite for failing to particularly point out and distinctly claim the subject matter 

which applicant regards as the invention. 

A) Claims 1, 3, 30, 32, 36, 40 are indefinite because the designation pyrin and MEFV 
are arbitrary. The instantly disclosed polypeptides and polynucleotides could be 
identified by some other arbitrary name, for example marenostrin, or the name pyrin 
could be arbitrarily used to designate another polypeptide. For example, it appears 
from the art that another group has called this same protein by an alternative name as 
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evidenced by Pras (SCAND. J. Rheumatology, 1998). This rejection may be overcome 
by providing descriptive characterization of the claimed polypeptide such as a sequence 
identifier. Similarly, rfp (B30.2) domain is a random term which required a structure and 
function definition. 
Response to Arguments 

The response traverses the rejection. The response asserts that the 
indefiniteness rejection is unsupported because a mere showing that the gene has two 
names does not create indefiniteness. This argument has been reviewed but is not 
convincing because the gene name is arbitrary. Since the same gene may be named 
two different names, it is very likely that another gene could be named pyrin also. It is 
unclear what constitutes human pyrin. Thus for the reasons above and those already of 
record, the rejection is maintained. 

New Grounds of Rejection Necessitated by Amendment 
Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

8. Newly added Claims 49-52, 57-58 are rejected under 35 U.S.C. 112, second 

paragraph, as being indefinite for failing to particularly point out and distinctly claim the 

subject matter which applicant regards as the invention. 
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A1) Claims 49-52 are indefinite because the claim requires a mutation at 
position 680, 694, 695, 726 of SEQ ID NO: 5. SEQ ID NO: 5 contains only 181 amino 
acids. Therefore, it is unclear how mutations may be within SEQ ID NO: 5. 

B1) Claims 57-58 are indefinite because Claim 57 does not appear to contain a 
final process step. The claim is directed to a method of producing human pyrin by 
transforming a host cell with SEQ ID NO: 2, however, the method does not provide for 
producing the pyrin. Therefore, it is unclear whether the method is for transforming a 
host cell or rather a method of producing human pyrin. 



9. Claims drawn to nucleic acid sequence comprising the coding sequence of SEQ 
ID NO: 2 or a nucleic acid consisting of SEQ ID NO: 1 would be allowable. The art does 
not teach nor suggest SEQ ID NO: 1 or 2. 



10- Claim 2, 48 and 53 are objected to as being dependent upon a rejected base 
claim, but would be allowable if rewritten in independent form including all of the 
limitations of the base claim and any intervening claims. Claims 1, 3-4, 6, 8, 10, 28-30, 
32-33, 36-44, 49-52, 54-58 are not allowable. 

11. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 



Allowable Subject Matter 



Conclusion 
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§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

12. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to examiner Jeanine Enewold Goldberg whose telephone 
number is (703) 306-5817. The examiner can normally be reached Monday-Thursday 
from 7:00AM to 4:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Jones, can be reached on (703) 308-1 1 52. The fax number for this 
Group is (703) 305- 3014. 

Any inquiry of a general nature should be directed to the Group receptionist 
whose telephone number is (703) 308-0196. 



Jeanine Enewold Goldberg 
August 23, 2002 




(/Vroani Jones 
Supervisory Patent Examiner 
Technology Canter 1 600 




